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1. This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule A3blsA (a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 
Certain documents cited 
Certain defects In the international application 
Certain observations on the international application 

2. FURTHER ACTION 

if a demand for international preliminary examination Is ™<^^ where 
written ooinion of the Internationa Preliminary Examining Authority ( IPEA ). However, tmsaoes ""J^P'* w,w " 
fee SEant M Autt^ other than this one to be the IPEA and the chosen IPEA has jnottod the 

ImematS 6B.1b/s(b) that written opinions of this International Searching Authority 

will not be so considered.. 

if this ooinion is as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit ^to the PEA a Sn reply together, where appropriate, with amendments, before the exp. ration of three 
moX S£? iTe dafe "Sin? of Form PCT/iSA/220 or before the expiration of 22 months from the priority date, 
whichever expires later. 
For further options, see Form PCT/ISA£20. 
3. For further details, see notes to Form PCT7ISA/220. 



Name and mailing address of the ISA: 



European Patent Office 
D-80298 Munich 
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Authorized Officer 

Chavanne, F 

Telephone No. +49 89 2399-8399 
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International application No. 
PCTAJS2005/000546 



Box No. 1 Basis of the opinion 



(under Rules 12.3 and 23.1(b)). 
o With reaard to anv nucleotide andfor amino acid sequence disclosed in the international application and 
2 " S3 % ^ SXvVntion, this opinion has been established on the base of. 

a. type of material: 

M a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

M in written format 

B in computer readable form 

c. time of filing/furnishing: 

H contained in the international application as filed. 

El filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ .nation, in the case that more than one ^ 

5SK 32SXSSR S 3SESS^^55^ - as M as 

appropriate, were furnished. 

4. Additional comments: 



Box No. II Priority 



The vehdhy of the pnotity claim has not SSSSSS'S SStS£S5S%n 
does sot have In its possesston a copy* the ea rter ^SSTJ^SS been established on the 

Sn^thS^ 

filing date indicated above is considered to be the relevant date. 
3. Additional observations, if necessary: 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability a „ : 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
El claims Nos. 1 ,2,9-1 1 ,89-1 06 
because: 

H the said international application, or the said claims Nos. 89-1 06 . relate to the following subject matter 
which does not require an international preliminary examination (specify). 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

B no internattonal search report has been established for the whole application or for said claims Nos. 
1,2,9-11 

□ the nucleotide and/br amino acid sequence listing does not comply with the standard provided for in Anne, 
C of the Administrative Instructions in that: 

the written form □ has ™* been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ See separate sheet for further details 
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1. Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



3,4,1 2-76, 107-1 09,1 25-1 40,1 54-1 61 
5-8,77-1 06,1 1 0- 1 24, 1 41 -1 53 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



3-8,12-161 



Industrial applicability (IA) 



Yes: 
No: 



Claims 
Claims 



3-8,12-88,107-161 



2. Citations and explanations 
see separate sheet 

Box No. Vi Certain documents cited 

1. Certain published documents (Rules 436/S.1 and 70.10) 
and /or 

2. Non-written disclosures (Rules 43b/s.1 and 70.9) 
see form 210 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 The subject-matter of claims 1 , 2 and 9-1 1 has not be searched. Consequently, an 
opinion with regard to novelty, inventive step and industrial applicability for said 
subject-matter cannot be established. 

2 Claims 89-1 06 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these cla.ms (Article 
34(4)(a)(l) PCT). 



2. 



V Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 Reference is made to the following documents: 

D1: WO 96/08565 
D2: WO 2004/045532 

D1 describes the antibody MC3, variants of said antibody, including humanized 
versions of it. Methods for the humanization of murine monoclonal antibodies is 
mentioned in D1 . Moreover, the use of these humanized antibodies in diagnostic 
prognostic or therapeutic applications is described in D1 (abstract; page 13, line 6 to 
page 25; page 31 , line 24 to page 35, line 24; examples 1 -13). 

MC3 is an antibody which binds to a linear epitope of M-CSF anc I inhibits its activity. 
Thus, in view of D1 , the subject-matter of claims 5-8, 77-1 06, 1 1 0-1 24 and 1 41-1 53 is 
not novel (Article 33(2) PCT). 

The murine antibody RX1 having the heavy chain amino acid sequence of SEQ ID 
No.2 and the light chain amino acid sequence of SEQ ID No.4 is known in the art 
Humanization and human engineering methods of antibodies are well-known .n the 



3. 
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art (see eg D1 or D2). Thus, the skilled person, aware of the commercially available 
antibodies specifically binding to M-CSF, such as the RX1 antibody, and aware of the 
connection between M-CSF and osteoclast formation and cancer metastasis, by 
applying common knowledge and routinely used technics, would automatically and m 
a straightforward manner come to the subject-matter of claims 3, 4, 12-76, i 0 /"™ 9 ' 
125-140 and 154-161 . Therefore, said subject-matter is not inventive (Article 33(3) 
PCT). 

The attention of the Applicant is drawn to the fact that a reply to this opinion is only 
expected if he intends to file a Chapter II demand. 



VI. Certain documents cited 

Certain published documents (Rule 70.10) 

1. WO 2004/045532 

2. GB-A-2 405 873 
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